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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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earned patent term adjustment. See 37 CFR 1 .704(b). 
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1 )KI Responsive to communication(s) filed on 05/01/2009 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) ^ Claim(s) 13-24 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 13-24 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 
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9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on N/A is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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DETAILED ACTION 

This application was filed January 5, 2004, is a 371 national stage filing of PCT/FR00/02698, 
filed September 29, 20000, which claims benefit to foreign application 99/12287 filed October 1, 1999 in 
France. 

Applicant's reply filed 05/01/2009 has been received. Claims 1-12 and 25 are cancelled. Claim 13 
is currently amended. Claims 13-24 are pending and under consideration in the instant office action. 

Claim Objections 

Claim 13 is objected to because of the following informalities: At step (iii), claim 13 refers to 
when the oocyte is in metaphase , however, it fails to specify "metaphase II" as set forth in step (ii). For 
consistency and clarity, step (iii) should recite "metaphase II". Appropriate correction is required. 



Claim Rejections - 35 USC § 112-2" d paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject mailer w hich the applicanl regards as his invention. 

Claims 13-24 remain rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. Specifically: 

Claim 1 3 remains unclear as amended. Applicant has amended step (iii) to recite that the treated 
nucleus is activated. It is the metaphase II oocyte that must be activated, not the nucleus. However, 
because the nucleus and the oocyte are separate entities in the claim, the claim would be most clear if a 
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nuclear transfer unit were formed in step (ii) and said nuclear transfer unit were activated in step (iii) if 
the recipient oocyte in step (ii) is a metaphase II oocyte. 

Claim Rejections - 35 USC§ 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness rejections set 
forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person ha\ ing ordinal) skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 

Claims 13-24 are rejected under 35 U.S.C. 103(a) as being unpatentable over Wangh et al. (US 
Patent 6,753,457 B2) in view of Samocha-Bone et al (1998, Molec. Human Reprod., 4:133-137). The 
rejection is maintained for reasons of record set forth at pages 4-6 of the office action dated 01/02/2009 
and summarized below. 

Wangh et al. teach methods of reprogramming nuclei for a variety of applications including for 
use in generating nuclear transfer units to clone whole animals from somatic cell nuclei (see section IX, 
column 31 for example). Wangh taught swelling of the nuclei prior to nuclear transfer using trypsin 
(require by claim 15) and lysolecithin (required by claim 18). While Wangh teaches that polyanions can 
be added to increase nuclear swelling (chromatin decondensation), Wangh does not teach use of 
polyanions without use of CSF. 

However, use of polyanions to cause chromatin decondensation to allow for DNA to bind to 
maternal histones was known at the time of filing. Samocha-Bone taught sperm nuclear swelling and 
chromatin decondensation using polyanions such as heparin (see page 133, col. 1; page 135, col. 1, last 
paragraph-col 2. paragraph 3). Samocha-Bone taught the substitution of polyanions for factors in oocytes 
(CSF) to cause in vitro swelling. 
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Applicant argues that Samocha-Bone teaches the addition of a reducing agent, in addition to 
polyanions, to swell sperm nuclei. Applicant takes the stance that the use of closed language in the claim 
necessarily requires no additional steps or reagents be used in the art in meeting the limitations of the 
claims. However, despite use of closed language, the claims are not required to recite each and every 
compound or method step used in carrying out the claimed method. Some reagents or steps are obvious, 
such as an aqueous buffer and removal or exchange of buffers etc. It is clear other reagents not recited in 
the claims are used in carrying out the closed methodology. Likewise, closed language fails to preclude 
the obviousness to remove unrelated and/or unnecessary agents that may be used in the art. Samocha- 
Bone teaches at page 136, col. 2, paragraph 2, that various polyanions, the most effective being heparin, 
which was used by Wangh, have been used as substitutes in causing nuclear swelling (chromatin 
decondensation). The use of a reducing agent is not necessary and would be obvious to exclude in 
substituting the 'swelling agents' of Wangh with heparin alone as taught by Samocha-Bone. In fact, 
Delgado et al. has demonstrated that heparin, without GSH (a reducing agent like b-mercaptoethanol), is 
sufficient to cause nuclear decondensation of bovine sperm nuclei (2001, Arch Androl, 47:47-58). Reyes 
et al taught that while heparin was sufficient to cause a lower degree of decondensation, addition of small 
amounts of glutathione increased the decondensation effect of heparin (Gamete Res, 1989, 23:39-47). 
Additionally, Lassalle et al taught that addition of GSH is capable of lowering the concentration of 
heparin necessary for chromatin decondensation, but is not necessary, and addition of GSH as a reducing 
agent does result in the need for a longer incubation period than heparin alone (J. Reprod. Fert, 1992, 
95:313-324). Thus, while addition of a reducing agent such as b-mercaptoethanol or GSH may aid 
decondensation, it is not necessary in all species and would be obvious to remove. 

Applicant also argues that Samocha-Bone teaches decondensation using sperm nuclei, which 
differ from the somatic cells of the instant invention. In response, the teachings of Samocha-Bone are 
relied upon for demonstrating that heparin alone is capable of leading to nuclear decondensation. Wangh 
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taught the use of somatic cell nuclei, swelling them, and transferring them to and oocyte to result in a 
nuclear transfer unit. Applicant's argument is that one of skill in the art would not bring the disparate arts 
of somatic cell nuclear swelling and haploid sperm nuclear swelling together to make the necessary 
combination of teachings to arrive at the claimed invention. Furthermore, the teachings relating to haploid 
sperm nuclei would not be applicable to somatic cell nuclei. Nuclear swelling and chromatin 
decondensation is a single art as a whole with a focus being on use of sperm nuclei as a model. 
Applicaqant's argument that sperm nuclei are different from somatic nuclei is appreciated. However, 
Delgado (2001) teaches differences in mammalian sperm chromatin between species and such differences 
also require optimization of conditions necessary to lead to decondensation such as concentration, 
duration and temperature of treatment. Furthermore, Applicant has provided a review by Hennig (2005) 
that teaches that sperm chromatin is much more tightly packed than other cells types. Thus, it would be 
reasonable to expect that of the decondensation treatments discussed in the art, lighter treatments, such as 
use of heparin alone, if successful in decondensing nuclei from many mammalian species of sperm, 
would also be effective with somatic cell nuclei. 



Application/Control Number: 10/089,454 
Art Unit: 1632 



Page 6 



Conclusion 

No claim is allowed. 

Communications from the examiner should be directed to Valarie Bertoglio whose telephone 
number is (571) 272-0725. The examiner can normally be reached on Mon-Thurs 5:30-4:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Peter 
Paras can be reached on (571) 272-4517. The fax phone number for the organization where this 
application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO Customer 
Service Representative or access to the automated information system, call 800-786-9199 (IN USA OR 
CANADA) or 57 1 -272- 1 000. 

/Valarie Bertoglio/ 

Primary Examiner, Art Unit 1632 



